We sincerely thank Rao et al. (1) for their remarks about our recently published article (2). Rao et al. (1) attempted to replicate our results of primary open-angle glaucoma (POAG)-associated SNPs identified in Japanese (2) by using an Indian population. This is an important trial, because it was conducted in order to see whether POAG shared the same variants across different ethnic backgrounds. It is also quite important to properly assess the data from multiple sites in order to gain statistical power and identify latent variants associated with complex traits, especially when no major risk gene or locus was observed in the initial genome-wide association study (GWAS). Unlike the SNPs on the genes strongly associated with age-related macular degeneration (AMD) (3), we could not identify such SNPs in POAG that reached the genome-wide significant threshold (2) . This is probably due to the fact that glaucoma seems to have more heterogeneous phenotypes than AMD and multiple gene-gene and geneenvironment interactions, each with a small effect, thereby possibly playing critical roles in the onset of the disease. Therefore, we concluded that the discovered SNPs were ''modestly'' associated and would provide a foundation on which to build (2) .
In order to identify disease-associated variants with relatively small effects and draw a conclusion as to whether the results were replicated or not, it is vital that the studies of both the GWAS and its replication are carefully designed. Thus, we paid strict attention to precisely following the GWAS guidelines (4) for our initial GWAS (2). It should be noted that the GWAS guidelines clearly state that a replication study needs to be performed with: (i) a sufficient sample size, (ii) the same or very similar phenotype, (iii) a similar population, and (iv) the same study design details. Because Rao et al. (1) aimed at assessing the variants in a different ethnicity, the correlation between the two studies, except for that of point iii, should be considered. They performed resequencing and obtained high-quality genotypes from a homogeneous population. They used two distinct subtypes of glaucoma independently: POAG and primary angle-closure glaucoma (PACG), both of which are characterized by patients with high intraocular pressure (IOP). Because many Japanese patients diagnosed with POAG are known to have normal IOP (5), our study may have not detected SNPs related to the control of IOP, as Rao et al. pointed out (1). However, one of the most critical points of the design is the sample size, which determines the sensitivity that is necessary to confirm the replication.
In conclusion, we believe that it is too early to deduce that the association of the six SNPs shown in our study is not a universal phenomenon, as described (1) . We propose that, as long as the quality and quantity of the population meet the guideline (4), the ideal way to replicate the results of our findings would be to combine the data from multiple sites by meta-analysis. That approach would probably allow for the discovery of a full set of authentic variants of POAG. 
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